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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation,, 

I .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 
[Claims s)] 

[Claim 1 j The manufacturing method of the granular covering pharmaceutical preparation which is the 
manufacturing method of the granular covering pharmaceutical preparation which comes to cover the. 
particle which contains | two or more sorts of support ') a drug for the melting point of this support m 
high order, and includes the following processes at least. 

a) The process which cools and obtains single covering pharmaceutical preparation after mixing the 
particle containing a drug with support with the highest melting point at the temperature more than this 
melting point among two or more sorts of support. 

b) The process which cools and obtains duplex covering pharmaceutical preparation after mixing the 
single covering pharmaceutical preparation obtained by a at the temperature of more than the high 
melting point and under the highest melting point to the 2nd of support with the 2nd highest melting 
point, and two or more sorts of support of two or more sorts of support. 

c) The process cooled and covered after support, furthermore mixes next, three or .more kinds of duplex 
covering pharmaceutical preparation obtained by b at the temperature of under the inching point of 
support with the high melting point, and the support covered more than the melting point of that support, 
and just before in a certain ease, the process which performs this process repeatedly if needed one by 
one below. 

[Claim 2} The manufacture approach according to claim 1 that the melting point of two or more sorts of 
support is 40 degrees C - 90 degrees C. 

[Claim 3] The .manufacture approach according to claim I or 2 that the difference of the melting point of 
two or more sorts of support is 10 degrees C or more respectively. 

[Ckim 4j i « n hi tcture approach according to claim I to 3 that two or more sorts of support is 
wa tend nso 1 u bl e nam re . 

[Claim 5] The manufacture approach according to claim 1 to 4 that two or more sorts of support is fats 
and oils. 

[Claim 6] The manufacture approach according to claim 1 to 5 that support is two sorts, castor bean 
' . lened oil and rapeseed ardei d oil. 

[Claim ?'] The manufacture approach according to claim 1 to 6 that all the particle diameter of the 
wti le aftei support covering is 850 micrometers ot less, and a thing 500 micrometers or more is f a 
thing C l> " oi les\ o' total weight ami 75 micrometers or less) j 10% or less. 

[Claim 8! The manufacture approach according to claim ! to 7 that the total amount of covering of 
support is the I ) 110 weight section to the particle 1 00 weight section containing a drug. 
[Claim 9] The manufacture approach according to claim I to 8 which is the drug with which a drug 
presents the u pit mt taste. 

[Claim 1.0] The manufacture approach according to claim 9 that the unpleasant taste is bitterness [claim 
1 I j I he mam h ume . ppn>ach Keoid v to Jam 1 t 8 ufunnmg k ^ noose a dt ie lion e\t an \u \ 
ul > syxh hi mci h ?i! 1 eefi i s u " ' < , r U 1 
[Maim I2 1 \ druc is b dux dm e acn .eu,tvm t VR \l IBOkdSi jiRT T jnt i , ^ Japanese 
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i'lu'T'iLOix-m Cii'ivrai kst Procedures. L)i:>s<~>lm ^ Vsi I he manufacture approach according to claim 
! to 8 characterized by elating 75% or more of the content of a drug in 30 minutes in the 2nd law. 
ICluim L>] Granular covering pi ' 1 ra n 1 ii< is tht ranular cos i pit; rceutical 

preparation which comes to cover the particle which contains a drug for two or more sorts of support in 
order with the high melting point of this support, and can be manufactured through the following 
processes at least. 

a) The process which cools and obtains single covering pharmaceutical preparation after mixing the 
particle t ntainiru t drug will support with th 1 i si reltmg point at the temperature mote than this 
melting point among two or more sorts of support. 

b) The process which cools and obtains duplex covering pharmaceutical preparation alter mixing the 
single covering pharmaceutical preparation obtained by a at the temperature of more than the high 
melting point and under the highest melting point to the 2nd of support with the 2nd highest melting 
point, and two or more sorts of support of two or more sorts of support. 

c) The process cooled and covered alter support furthermore mixes next three or more kinds of duplex 
covering pharmaceutical preparation obtained by b at the temperature of under the melting point of 
support with the high melting point, and the support covered more than the melting point of that support, 
and. just, before in a certain case, the process which performs this process repeatedly if needed one by 
one below. 

[Claim 14 J Pharmaceutical preparation according to claim 13 whose support is two sorts, castor bean 
hardened oi l and rapeseed hardened oil. 

[Claim IS] Pharmaceutical preparation given in either of claims 1 3 or 14 to which it comes to choose 
drugs from rokitamycin. milnacipran hydrochloride, and hvdrochloric-acid ceftuoxime 
ARAPIBOKJSHIRU. 



[Translation done.] 
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DETAIL EE) DESCRIPTION 

[Detailed Description of the Invention] 
[Field of the Invention] 

[000! j This invention relates to the manufacture approach of granular covering pharmaceutical 
preparation of making hard to be influenced effect on the drug from an external environment, and 
improving unpleasant tastes, such as bitterness, a pungent condiment, and sweet taste, and improving 
recipe nature, and its granular covering pharmaceutical preparation, by covering the particle containing a 
drug. 
[0002] 

[Description of the Prior Art j Granular pharmaceutical preparation, such as dry-syrups with a large 
specific surface area, powder, and a fine grain agent, tends to be influenced from an external 
environment, and is sensitive in the taste, and recipe nature gets very bad when a drug has an unpleasant 
taste (bitterness, a pungent condiment, an astringent taste, and an unpleasant smell are included). 
Especially, the problem of compliance, such as medication difficulty, occurs in the pharmaceutical 
preparation for children. Although dry-syrups and a .tine grain agent are chosen from (he simplicity of a 
formula and recipe as dosage forms for children in many cases, there is little what has controlled 
exsorption of the unpleasant taste of a drug enough, and the present condition is adding and carrying out 
taste masking of perfume or the sweetners. 

[000.3] Conventional ha in drugs, the approach of covering a high polymer on the surface of a particle is 
learned as an approach of making the taste of the matter which has an unpleasant taste mitigating, for 
example, when using water soluble polymer matter, such as hydroxypropyieellulose. and a drug is easily 
dissolvable in water, as for infiltration of the drug to a covering film front face, and a drug unstable in 
water, the fall of activity may take place, moreover, the ease where water-insoluble nature high 
polymers, such as ethyl cellulose, are used - an organic solvent using it (TP, 2-965 1 6, A) - a masking 
effect may worsen by shift, of the drug to the inside of a solvent, and even if it considers use of an 
organic sol zm from the field of effect b} the em ronment it has dang ei such as explosion and 
ignition, preferably. Moreover, since the adhesion m inner mouth is accompanied by the feeling of a 
rough deposit from the configuration also in a water-insoluble nature high polymer when using the water 
soluble pohumi m < n , lonthw has km lot, reupi ratuw 

1.0004 1 in e dei h> solve these problems in recent years, the approaches UP. 1 -28702 LA. ]P,2-965i6.A, 
.IP, 4-30082 L A, etc. ) of cooling back and covering which earned out melting were developed by heat- 
treating the low-melt point, point matter on a particle front face. However, if it is going to heighten a 
masking effect also by this approach, contact of the interior of a coat and the exterior must be controlled 
as much as possible, therefore a covering part becomes thick, and there are problems, such as needing 
the low-melt point point matter for a large quantity as a result, or having a bad influence on the quality 
of products, such as eiution delay and an increment in an aggregate. Therefore, the present approach of 
eocs'isn m. : ,d qua U\ and masking is inadequate. 
[0005! 

[Problenus} to be Solved b\ the Imentfonj It is the purpc se to o'Tet the manufactme approach of 
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granular covering pharmaceutical preparation that this invention was excellent in recipe nature, prompt 

ehukm was moreover shown and absorption in the living bodv was also excellent 

[0006] 

[Means for Solving the Problem] in order to solve said technical problem, as a result of inquiring 
wholeheartedly, this invention person is the manufacturing method of the granular covering 
pharmaceutical preparation which comes to cover the particle which contains 1 two or more sorts of 
support '] a drug for the melting point of this support in high order, and fonnd out. the manufacturing 
method of the granular covering pharmaceutical preparation which includes the process of the following 
ah at least 

a) The process which cools and obtains single covering pharmaceutical preparation after mixing the 
particle containing a drug with support with the highest melting point at the temperature more than this 
melting point among two or more sorts of support. 

b) The process winch cools and obtains duplex covering pharmaceutical preparation after mixing the 
single covering pharmaceutical preparation obtained by a at the temperature of more than the high 
melting point and under the highest melting point to the 2nd of support with the 2nd highest melting 
point, and two or more sorts of support of t wo or more sorts of support. 

c ) The process cooled and covered alter support furthermore mixes next three or more kinds of duplex 
covermg pharmaceutical preparation obtained by b at the temperature of under the melting point of 
support with the high melting point, and the support used more than the melting point of that support, 
and for just be lore in a certain case, the process which performs this process repeatedly if needed one by 
one be lows 

[0007] It is desirable for the melting point to choose two or more kinds of support pharmacologically 
permissible at 40-90 degrees C, to cany out melting mixing of them at order with the high melting point, 
to repeat to cover the front iue^ of said particle in order, and to cool to the particle containing a drug, 
and U >bf on « anuiai covering phuim iteutfod prepai uion to it m this munition \s tot especially the 
difference of the me lti ng point of two or more kinds of support, it is respectively desirable to make it. 15 
degrees C or more 10 degrees C or more. Moreover, when thai the total amount of covering of support is 
the 1 0 - 1 10 weight section forms two or more little enveloping layers desirably to the particle 1 00 
weight section containing a drug, granular covering pharmaceutical preparation with a smooth front face 
is obtained with icic i . s n; effect and particle diameter moderate ah hoi 1 taken I hai is incase 
this invention covers the granulation object containing the drug which has an unpleasant taste and 
manufactures granular covering pharmaceutical preparation, it uses for order with the high melting point 
two or more kinds whose melting points are 40 degrees C - 90 degrees C of pharmacologically 
permissible support, and manufactures the granular covering pharmaceutical preparation with which the 
unpleasant taste including the process which repeats carrying out melting mixing and covering this 
Mipport h i.\ been in pnoed 

[00081 furthermore, as for this support, it is desirable that it is water-insoluble nature, and it is desirable 
to specifically use fats and oils especially castor bean hardened oil. and rapeseed hardened oil. 
Moreover, the whole of the particle diameter is 850 micrometers or less, and, as for the particle after 
support covering, it is desirable for a thing 500 micrometers or more to be [ for a thing (5% or less of 
total weight and 75 micrometers or less) ] 10% or less. Rokitamycin, milnacipran hydrochloride, 
I \dtothh ic- n Jto \ ne ARaPIBOKISIURI . etc. are used for the drug and concrete target which 
present the taste unpleasant as these drugs, especially bitterness. When especially a drug is hydrochloric- 
!t d et to \m * { \J J [UOklSIiIR[ ' it :^ uxsimole mat it a, hat m widen "5' .* a mme ol die content, 
of a drug is efuted in 30 minutes in the 2nd law of a Japanese pharmacopoeia General Test Procedures 
elation test. 

[0009J Moreover, this invention relates to the granular covering pharmaceutical preparation which 
eo\ers wjtn supp i 1 > mutation ob|tU enmammg ihe chug w 1 _ ba> an unpleasant taste and is 
obtained. The covered enveloping layer by the pharmacologically permissible support whose melting 
ponu 1^ 40 dcgitu- i - -'0 degrees t. is formed more man two-fmr. and this gtanulat covering 
pharmaceutical preparation is granular covering pharmaceutical preparation with which the unpleasant 
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taste characterized by using low support has been improved from support with the high melting point in 
order of the enveloping layer of an inside enveloping layer to an outside. Moreover, the pharmaceutical 
preparation obtained by this invention not only takes effect, but shows effectiveness to stabilization of 
drugs, gradual-rekase-izing. and selection of an elation part to the improvement of the unpleasant taste. 
If it is hygroscopic high drugs and is the drugs disassembled according to moisture absorption, 
decomposition can be prevented by considering as the granular covering pharmaceutical preparation by 
the support of water-insoluble nature by this invention. Moreover, gradual-release-izing and selection of 
an edition part are also possible by choosing the support which is hard to be decomposed into the 
digestive juices of a specific organ. 
[0010] 

[Embodiment of the invention] This invention is explained concretely below. Although it will not be 
limited especially ifit becomes a solid in dryness as a drug of this invention, what has a desirable 
unpleasant taste (bitterness, a pungent condiment, an astringent taste, and an unpleasant smell are 
included), what has desirable gradual-release-izing are mentioned, concrete - a CNS drug (aspirin and 
meciofenoxate hydrochloride -) Chlorpromazine, tolmetin sodium, milnacipran hydrochloride, 
phenobarbetal, etc., the medicine for sy sterna nervosum periphericum (etomidoline, tolperisone 
hydrochloride, and pipethanate ethobromide -) cardiovascular preparation (aminophyihnc — ), such as 
incthylbenaetyzium bromide and flopropion medicine for respiratory organs (ephedrme hydrochloride - 
h such as etilefrine hydrochloride, diltiazem hydrochloride, digitoxin, and captopril Ciorpremdine 
hydrochloride, oxeladin citrate, cloperastine. disodium cromoglyeate, etc., a gastrointestinal (berbenne 
chloride, loperamide hydrochloride, cirnctidine, and sennoside --) vitamin compounds (an ascorbic acid 
and eetotiamine hydrochloride --), such as dehydrocholic acid Cocarboxyiase, calcium pantothenate, 
riboflavin tctrabutyrate, etc. the medicine for metabolic pharmaceutical preparation (camostat mesilate, 
mizoribinc, lysozyme chloride, etc.) allergy (cyproheptadine hydrochloride ~~) Diphenhydramine 
hydrochloride, alimeraazine tartrate, suplatast tosilate, chemothcrapic drugs (acielovir and enoxaeio 
such as maleic-acid diphenhydramine antibiotic prcparahons (an erythromycin ~~). such as ofloxacin, 
pipemidic acid trihydrate, and fevofioxaein Cefcapene pivoxil hydrochloride, ce iterant pi vox! I, 
c el urn pi >^tu i. ehido? dunthiontvun toh tunre, m. As e shown b\ , i o>-, luo, u.-.iud 
ceftizoxime ARAPIBOKJSHIRU. () f Pivaioyloxymethyl-[] 6R. (R[ 7 ])-?-[ (Z) -2-j. (S) -aianylaminoj- 
44hiazolyfj-2-methoxytminoacetainido)-8-oxo-5-thia-l-azabicyelo[4, 2 and 0]oei-2-ene-2- 
i nkn.vhit.md 1 .e\ ■ P ) arc meniioned $ uith. tnoic m sm h a ding what 

[ especially j is unstable as matter is desirable under soluble or existence of water in water. 
[001 1 j Since a drug is usually a particle, once corning by a certain approach is desirable. Additives for 
physic, such as an excipienl, a buffer, disintegrator, and a binder, may be added if needed. What is 
necessary is to just be based on the usual addition and the addition approach, in adding the additive for 
physic. As the approach of a granulation, generally, although dry granulation, wet granulation, etc. are 
mentioned, an approach is not limited but a granulation object just obtains the target particle diameter. 
The mean particle diameter of a final product {granulation object after covering) 500 micrometers - 
about 1000 micrometers. Preferably The specification of the powder of 14th revised Japanese 
PhmmaLuptxi hIio.imw ivticie ffeo nsuiomctvm or i ore md a pmucL n)0 m,c o uetcis or moic is 

< n h s <. f t i 1 > uithemmrc mc u aim Umuuai uncter which su\t$ the specification 

(the specification ol po vdei tited i nd a particle 75 note nrieromet* s ot less s 10 oi less oi totd 
weight) of the fine grain agent of 14th revised Japanese Pharmacopoeia preferably, as for the mean 
pnUh Uianu m t g iiim' nonoba ^MHoLmoeo abort 4« n miuemvtem ire ilu^t rlcd 
[0012] The melting point of this invention is not limited especially as pharmacologically permissible 
support which is 40 degrees C - 90 degrees C. If the effect of the workability and drug on manufacture is 

jKcu a to <,e >i.xa n>m. u io desuae.e ihat i in * 0 dcuuvs t o ess ami a'ui oU , v - mcfmg point, 
consider the preservation gestalt of a product, it is desirable that it is at least 40 degrees C or more, 
Speciiienlh for example, castor- bean hardened oil (meltme pmrl = me msale of So degrees C and a 
following parenthesis shows the melting point). Various hardened oil. such as soybean hardened oil (67 
degrees C) and rapeseed hardened oil (68 degrees C); Stearyl alcohol (5.9 degrees C), Higher alcohol, 
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such as cetanol (50 degrees C); Stearin acid (69 degrees C), Higher fatty acids, such as a palmitic acid 
(56 Jv > < ■) x ! \ uiiiwuna wax (S6 degit.es C) It expose-, I h drocarhom mat logo! 400U , mi. h a- 
vegeit hk properties, such as beeswax i6 7 degrees C) animal fat, or low; x raffi i (50-70 cleg ees C ) (55 
degrees C). Polyethylene glycols, such as macrogol 6000 (59 degrees C); surfactants, such as higher- 
iaity-aeid m.)iH»yhc n c such a- sucrose fatix Km e-,kr (40-60 degrees Cj ut d gKeeryl mo ostcarate 
(60 degrees C), and a polyoxy propylene glycol (40-60 degrees C), are mentioned. Preferably, it is the 
water-insoluble nature mattery and the melting point which cannot be easily temperature influenced of 
I at t he time of preservation ] is 60 degrees C - 90 degrees C, and castor bean hardened oil excellent in 
the plasticity of the liquid at the time of melting, rapeseed hardened oil, a carnauba wax, etc. are 
illustrated especially. 

[0013] Although ************ f the number of it/ what ] as long as the support which the melting 
point used in this invention can permit pharmacologically at 40 degrees C - 90 degrees C is two or more 
kinds, it is desirable rhat it is separated from at least 10 degrees C or more of each temperature gradient, 
for example, castor bean hardened oil rapeseed hardened oil (18 degrees C of melting point 
differences), a carnauba wax and stearyl alcohol (27 degrees C of melting point differences), stearin 
acid, cetanol (1 9 degrees C of melting point differences), etc. are illustrated as a desirable combination. 
[0014] The addition approach of such support for the granulation object containing a drug is illustrated 
as an example with the desirable approach of usually mixing, while warming support in a granulation 
object, although a proper approach can be used. Although support ma) 1 be added according to which 
condition of line particles or a liquid on the occasion of addition of support, if the simplicity of a process 
is taken into consideration, addition by fine particles is desirable. Although what is necessary is just to 
carry out whenever [ warming or stoving temperature ] more than the melting point of support, extent 
m 4k i about ^-10 degrees C than the melting pomt of support and desirable temperature high about 10 
degree^' ,nuo 1 -n i 1 Md i u, the support is carried outwuh heating and >t u sets, and it 
is oatral with e o<4inu after that (room temper amn extent) when support tonus a substantial layer 
(enve c pi v lay ;r) However, in case those support is covered, effectiveness sufficient in t ombination 
which is fused when the matter covered first covers later is not acquired. That is, by forming two or 
more enveloping layers of the layer covered first and the layer covered from the back, masking effect 
sufficient by little addition can be acquired. Therefore, since the melting point of the first support is an 
elevated temperature more and the temperature control at the time of such a clear clothing layer that 
combination f as / whose melting point of next support is low temperature more ] being desirable and 
the difference of both melting point being large being easy to be formed, and carrying out melting 
processing ol toe support ol the meliinr p ant b\ the s de of low umpti autre is dso easv the 
combination of about 10 degrees C of melting point differences which were mentioned above is 
desirable. A melting p mil difference 20 degrees C or more is most preferably desirable 18 degrees C 
more preferably 15 degrees C still more preferably. In addition, covering to support and coincidence is 
also possible except matter which checks coat formation. 

[0015] The addition (it is called the amount of covering below) of the support which covers a 
granulation object in this invention will not be restricted especially if it is the minimum amount which 
cm en; a granulation object, i lowever. since the amounts of covering which mask the unpleasant taste 
uhf the mi hue ue< oi a pattfeh differ, is an amount whieh atiains mrfeon cwumg thidme^, n ou 
than the amount of covering 10 weight section is desirable [ the amounts ] to the granulation object 100 

ei ht w. i it In dcr that the lutiun natur 1 hit ma\ \ id g^ im c femeh bad h ei enne 
hewoe u 1 vdt.H , oj . C citi/ox ik ARAPBOKlblURU me ho i\ ^ 4\ t ^ » , i Guiem! 
Test Procedures 2nd taw Dissolution test (a paddle method --} The amount of covering to which 75% or 
more of the content of a drug is e luted in 30 minutes according to paddle rotational frequency 50 
rotation in the buffer solution (it is 37 degrees C whenever [ pH 1 .2 / about / and solution temperature j 
w:th the liquid em ch nelted dilute IwdroddoiK-dcid 2 1 On! and water to Z Og oi ^od nn ehiu'ides 
and was set to 1 OOOmL(s)) of 9G0mL(s) is desirable. Moreover, since particle diameter wall become 
large and feeling of recipe, such as a rough deposit, will worsen if the amount of covering increases, 
below 30 weight sections are especially preferably usually desirable below the I K) weight sections to 
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the granulation object 100 weight, section. 

[00! 6] The manufacture approach of the granular covering pharmaceutical preparation of this invention 
can be performer b\ the followh ; ip ics First a drug and various additives are mixed a.ftd corped 
and the particle containing a drug is obtained. The particle size of the particle containing this drug has 
desirable 50-400 micrometers, the inside of the particle containing this drug, and two or more sorts of 
support ~- support with the highest melting point - warming - it warms to temperature higher 5-10 
degrees € than (he melting point of this support, supplying to the agitation granulation in a plane which 
has a function, and mixing, and single covering pharmaceutical preparation is obtained by returning and 
cooling to a room temperature after checking that the front face of the particle which melting is fully 
carried out and contains a drug has adhered at homogeneity. Under the present circumstances, if the 
agitation granulation machine is beforehand warmed to the above-mentioned temperature, it can cover in 
a short time. Subsequently, support with the high inciting point is mixed with this single covering 
pharmaceutical preparation by the agitation granulation in a plane to the degree of the aforementioned 
support. Although the highest support of the melting point does not. have ♦***, next the support with the 
high melting point * temperature I hat u t warms among two or more sorts of support to the 
temperature of more than the melting point high to the 2nd, and under the highest melting point, and 
secondary coating pharmaceutical preparation is obtained by returning and cooling to a room 
temperature alter checking that niching of the support of the melting point high to the 2nd was fully 
carried out, and single covering pharmaceutical preparation has adhered at homogeneity. If the agitation 
granulation machine Is beforehand warmed also in this case, it can cover in a. short time. Moreover, still 
higher order ccnei me pharmaceutical preparation ma} be obtained if needed, in tins ease, parhch shape 
is further arranged using a dust size selector. Finally the various additives usually used as an excipient 
are added, and granular covering pharmaceutical preparation is obtained. 
|0017] Spec Likud} in this invention, dry-syrups, powder, a One grain agent, etc. are illustrated as 
granular covering pharmace; i ai on; paration. 

too m 

| Example! This invention is not limited by the example although this invention is concretely explained 

based on an example. 

[0019] 

j fvmtpk ! I he hsdrochlorie-aeid ecfu>oxime ARAPIJBOKISHIRU 30 weight section (n drug, thing 
^' i,J • 1 w i<> to he approach *cn m JP.6-1026O7.B). 11k nueiptialed-cnU mm caihonate 

might wctiorfBm ski I unka Kug>o ID make?, and the us lime cellulost 10 weieht section 

(the Asahi Chemical Co., Ltd. make, trade name Avieel df 1-101 ) were mixed, the after j granulation ] 
particle size regulation was carried out with the dry type granulating machine (the Freund Industrial 
make, trade name 'IT-MINI), and it considered as the granulation object with a particle diameter of 
about 200 micrometers. It heat-treated at about 95 degrees C, having added the castor bean hardened-oil 
{Freund Industrial make, trade name Lubri wax 101. melting point of 86 degrees (?) 10 weight section to 
this granulation object 90 weight section, and mixing slowly in an agitation granulation machine 
(fowrex Make, trade name FM-VG -01 ), and cooling processing was carried out by taking out from an 
agitation granulation in a plane, and carrying out room temperature neglect after checking that melting 
was carried out enough and the granulation object has adhered at homogeneity. Furthermore, it heat- " 
treated at about 75 degrees C, mixing slowly rapeseed hardened oil (the f reund Industrial make, a trade 
name Lubri wax 103, and melting point of 68 degrees C) to this granulation object l K) weight section 
covered once by 10 weight sections, in addition the agitation granulation in a plane, and cooling 
processing was carried out by taking out from an agitation granulation in a plane, and carrying out room 
temperature neglect after checking that melting was earned out enough, and the granulation object has 
adhered at homogeneity. A particle size regulation is carried out in the mesh of a 500-micromcter 
U mime itei dxu an 1 j v modem as jo m bio ug i i tk, 1 1 1 piepa at o i and is >p0i mm 
close ****** further about Aspartame (Ajinomoto Co., Inc. make) and magnesium alimnnometasilleaie 
(the product made from Fuji Chemistry, trade name noy SI IIP, (N UPL2). (the granulation object 100 
weight section - receiving - die amount Lo, il of the about 23 weight section, u of partie'e 
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diameter of S50 micrometers or more and 0% 500 micrometers or more, and 1% 75 micrometers or less, 

and mean-nun idc-diamekr =260micrometef) 

[0020j 

[Example 2] The hydrochloric-acid ceftizoxime A.R APIB OKI SHI RU 30 weight section, the 
precipitated-caicium-earbonate 15 weight section, the citric-acid 3 sodium (Showa Kako Corp. make) 15 

t eclion md the ct stailine cellulose 40 weight se {ion w< < mixed the in li lion ] 

particle size regulation was carried out with the dry type granulating machine, and it considered as the 
granulation object with a particle diameter of about 200 micrometers. The approach of subsequent 
covering is optimum dose ****** about die precipitated calcium carbonate after carrying out like an 
example L carrying out a particle size regulation in the mesh of a 500-mieronieter opening and 
considering as granular covering pharmaceutical preparation. Aspartame, and magnesium 
ahmunometasiiieatc. (They are the amount of covering of the about 23 weight section, and particle 
diameter to the granulation object 100 weight section 0% 850 micrometers or more, and 0% 500 
micrometers or more, and 1% 75 micrometers or less, mean-oariicle-diameter =260micrometer) 
[0021] 

[Example 3] The hydrochloric-acid ceftizoxime ARAPIBOKJSHIRU' 30 weight section, the 
precipitated-calcium-carbonate 30 weight section, and the cry stailine cellulose 40 weight section were 
mixed, the after [ granulation ] particle size regulation was carried out with the dry type granulating 
machine, and it considered as the granulation object with a particle diameter of about 200 micrometers, 
ft heat-treated at about 95 degrees C, having added the castor bean hardened-oil (melting point of 86 
degrees €.) 30 weight section to this granulation object 70 weight section, and mixing slowly by the 
agitation granulation in a plane, and cooling processing was carried out by taking, out from an agitation 
granulation in a plane, and carrying out room temperature neglect after checking that melting was 
carried out enough and the granulation object has adhered at homogeneity. Furthermore, it heat-treated 
at about 75 degrees C, mixing slowly rapeseed hardened oil (melting point of 68 degrees C) to this 
granulation object 70 weight section covered once In 30 weight sections in addition the agitation 
granulation in a plane, and cooling processing was carried out by taking out from an agitation 
granulation in a plane, and carrying out room temperature neglect after checking that melting was 
carried out enough and the granulation object has adhered at homogeneity. A particle size regulation is 
carried out in the mesh of a 500-micrometer opening after that, and it considers as granular covering 
pharmaceutical preparation, and is optimum dose ****** about Aspartame and magnesium 
aSuminometasilicate. (They are the amount of covering of the about 104 weight section, and particle 
dwmelei u» lU :om as ho. Us em ^ m 0% 850 miciomeao-^ nioie. and 1% m»0 
micrometers or more, and 4% 75 micrometers or less, mean-particie-diameter -370micromcter'i 
[0022] 

[I samph 4] I hi h dnxhioim-uud mti oximc \K \Pf ROkdSHIRl >0 weight section thi 
precipitated-calcium-carbonate 30 weight section, and the crystalline cellulose 40 weight section were 
mixed, the after ( granulation ] particle size regulation was carried out with the dry type granulating 
machine, and It considered as the granulation object with a particle diameter of about 200 micrometers. 
II Ja. treated at about 95 de ^c ( having added the castor bean hardened-oil (melting point of 86 
degrees C ) 5 web hi section to this granulation object 05 weight section rid mixing slow!) b\ the 
agitation granulation in a plane, and cooling processing was carried out by taking out from- an agitation 
- » nidation m a plane, md cany ing out room temperature neglect after checking thai melting was 
carried out enough and the granulation object has adhered at homogeneity. Furthermore, it heat-treated 
at about 75 degrs s C mixing siov ; rape eeci hardened oil (melting point of 68 degrees C) to this 
granulation object 95 weight section covered once by 5 weight sections, in addition the agitation 
granulation in a plane, and cooling processing was carried out by taking out from an agitation 
granulation in a plane, and carrying out room temperature neglect after checking that melting was 
carried out enough and the granulation object has adhered at homogeneity. A particle size regulation is 
carried out in the mesh of a 500-micrometer opening after that, and it considers as granular 
pharmaceutical preparation, and is optimum dose ****** about Aspartame and magnesium 
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aiuminonietasUicate, (They are the amount of covering of the about 1 1 weight section, arid particle 
.diameter to the granulation object 100 weight section 0% 850 micrometers or more, and 0% 500 
micrometers or more, and 0% 75 micrometers or less, mean-particle-diameter =230mic.rometer) 
[0023] 

If umpC I 1 , h i odiiof v-diuudlLMUK VP XFIRnfMIHU < weight action it. 
precipitated-caleium-carbonate 30 weight section, and the crystalline cellulose 40 weight section were 
mixed, the after f granulation } particle size regulation was carried out with the dry type granulating 
machine, and it considered as the granulation object with a particle diameter of about 200 micrometers, 
it heat-treated at about 95 degrees C. having added die castor bean hardened- oil (melting point of 86 
degrees C) 10 weight section to this granulation object 90 weight section, and mixing slowly by the 
agitation granulation in a plane, and cooling processing was carried out by taking out from an agitation 
i t tlation in a plan* and carrying out room temperature neglect after checking hat melting was 
carried out enough, and the granulation object has adhered at homogeneity. Furthermore, it heat-treated 
at ahull! "wkgwe ( n Mg 1 vh on ^etd hardened od (melttn e ->omW,) < S agrees I , to this 
granulation object 90 weight section covered once by 10 weight sections, in addition the agitation 
granulation in a plane, and cooling processing was carried out by taking out from an agitation 
granulation in a plane, and carrying out room temperature neglect after checking that melting was 

i i 1 i t 1 v bject has adhered at homogencit} 1 hen it is o tini i dos 

s s ^ abom \\p<ma;iK md oauncsami aluminometasilicate further, (the granulation object 100 
weight section - receiving ~ the amount of covering of the about 23 weight section. 2% of particle 
diameter of 850 micrometers or more and 3% 500 micrometers or more, and 1 % 75 micrometers or less, 
and mean-particle-diameter =300micromeieid 
[0024] 

[Example 6] I he hydrochloric- cid ccftizoxime AllAJMBOKISfHRU 30 weight section, the citric-acid 3 
sodium 30 weight section, the crystalline cellulose 10 weight section (the Asahi Chemical Co., Ltd. 
make, trade name Avicel PH-302), and the ethyl cellulose^O weight section (the Dow Chemical Co. 
make, trade name ethocell 101 P) were moved, and by using dehydrated ethanol as join! liquid, after 
granulation, it dried, and the particle size regulation was carried out and it considered as the granulation 
object with a particle diameter of about 200 micrometers with the stirring granulator. It heat-treated at 
about 95 degrees C, having added the castor bean hardened-oil (melting point of 86 degrees (4 20 
weight section to this granulation object 80 weight section, and mixing slowly with an agitation 
granulation machine, and cooling processing was carried out by taking out from an agitation granulation 
in a plane, and carrying out room temperature neglect aite; checking that melting was carried -out 

»<hi«: i . .id 2k > m> * i eat wts adhcied at n mmgc;Ktt> Next. U heut-tnmted at about 75 degiees 
C mixing slowly rapeseed hardened oil (melting point of 68 degrees C) to this granulation object 90 
weight section covered once by 10 weight sections, in addition the agitation granulation in a plane, and. 
cooling processing was carried out by taking out from an agitation granulation us a plane, and carrying 
out. room temperature neglect after checking that melting was carried out enough and the granulation 
object has adhered at homogeneity, furthermore, it heat-treated at about 55 degrees C. having added the 

pitated dcium-earbonatt 8 weigh s tun 'it. uci s 1 tty-a d-ester (pi duct [ made from 
Mitsubishi Chemical Foods ], trade name sugar ester P-1670) 10 weight section, and the Aspartame 2 
weight section to this granulation object SO weight section covered twice, and mixing slowly in a stirring 
granulator, and cooling processing was carried out by taking out from an agitation granulation in a 
plane, and carrying out room temperature neglect after checking that melting was carried out enough and 
the granulation object has adhered at homogeneity. A particle size regulation is carried out. in the mesh 
< ! a 500 micromeio! >pening aftei tha . and it considers is granul i pharmace it c 1 prcpai ition and is 
optimum dose ****** about magnesium aluminometasilicate and perfume. (They are the amount of 
* ovei ng an die about 74 weight section, and particle diameter to the granulalion object 100 weight 
c Uun 0 Sit) n aome i mm ic no 5f"> mat t uus i m i md 1 b 5 munometei^ m ie^. 
mean-particle-diameter ~300microrneter> 
[0025] 
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[Example ' j Th, h> dioe'ilonc-acid ceftuox me \R \! IBORfSHlRU 30 weight section, the 
precipitated-calehmi-earbona c ^0 ^ei«?ht >ecn m tk cnsvllsne cellulose 10 weight ^ectu i and he 
ethyl cellulose 30 weight section were mixed, and by using dehydrated ethanol as joint liquid, after 
granulation, it dried, and the particle size regulation was carried out and it considered as the granulation 
object with a particle diameter of about 200 micrometers with the stirring granulator. It heat-treated at 
about 95 degrees Q, having added the castor bean hardened-oil (melting point of 86 degrees C) 20 
weight section to this granulation object 80 weight section, and mixing slowly with an agitation 
granulation machine, and cooling processing was carried out by taking out from an agitation granulation 
in a plane, and carrying out room temperature neglect after checking that melting was carried out 
enough and the granulation object has adhered at homogeneity. Next, it heat-treated at about 75 degrees 
C, mixing slowly rapeseed hardened oh (melting point of 68 degrees C) to this granulation object 90 
weight section covered once by !0 weight sections, in addition the agitation granulation in a plane, and 
cooling processing , t . i out b taking M from ai agiPUkm i imm n m a plane, and turning 
out room temperature neglect after checking thai melting was carried out enough and the granulation, 
object has adhered at homogene t> } unhcnnoic it heat-Ueated at about 5^ degree- V ko hag added the 
citric-acid 3 sodium 8 weight section, the sucrose-fatty-acid-ester 10 weight section, and the Aspartame 
2 weight section to this granulation object 80 weight section covered twice, and mixing slowly hi a 
stirring granulator, and cooling processing was carried out by taking out from an agitation granulation in 
a plane, and carrying out room temperature neglect after checking that melting was carried out enough 
and the granulation object has adhered at homogeneity. A particle size regulation is carried out in the 
mesh of a 500-micrometer opening alter that, and it considers as granular pharmaceutical preparation, 
< ! ' !ti h oj tii nn iosi ■ " abo it magnesium aluminomctasilicate and perfume, {'I In > me rie mm turn 
of covering of the about 74 weight section, and particle diameter to the granulation object KM) weight 
*:ecO<.u 0< » <>50 mier-wi is« i more md 0' i> 5<Kj n crometa < or more, and 3% 75 micrometers or less, 
t tic] I tei 500t lie r< metu) 

[0026] 

[Example 8] The milnacipran hydrochloride 30 weight section (a drug, product made from Pierre 
1 W ]<l 1 i thet vstal n< ellu >se 70 weight section were mixed the after [ granulation J particle 
* « ^ u In < i wn camcd out Aith the dry type granulating machine, and i; ^lonknd as the 
granuhitt. i <w K c; o. r e p.utidt m nvtei < 1 about ?D0 i ucu me ( i , flit ap u kIi e; subsequent 
o\enng is optimum dose ****** about Aspari urn alter earn i lg out hie an example 1 c; nyim out a 
particle size regulation in the mesh of a 500-micrometer opening and considering as granular' 
phroi citicdj gu ion ma i ot« ilnmm nieu-ilk c a mafic k i s dim (tin mauuhmon 
object 100 weight section - receiving - the amount of covering of the about 23 weight section, 0% of 
particle diameter of 850 micrometers or more and 0% 500 micrometers or more, and 1% 75 micrometers 
or less, and mean-particie-dtameter : " : 240mlcrometer i 
[0027] 

M \a n ->L " 1 h i u p j j o Ik - , i ic ft) weight section and the crwallme llIIuIo-c 70 weight 
■*Ujo s vwie mued the alter | gi muLhon ! particle, m/c icgulaucn ua earned om with the dn tsjx 
granulating machine md it considered as he granulation object with a particle diametei f abou » 
micrometers. The approach of subsequent covering is optimum dose ****** about Aspartame after 
carrying out like an example 3, carrying out a particle size regulation in the mesh of a 500-micrometer 
opening and considering as granular pharmaceutical preparation, magnesium aluminomctasilicate, and 
eitne-ac hi 3 sodium til c granulation object 1 )0 weight sectson ret i\ ing -- the amount >tm\ U n («• 
the about 1.04 weight section, 0% of particle diameter of 850 micrometers or more and Q% 500 
nn > iiko n m m< w met 'C 7S nnauuietef- oi Lss aid mean p.Mide-man etei Wlnncro i oo ) 
|0028] 

[Example 10] 1 ne i Tita.m cm 30 weight seetmn <a diug. Asahi Chemical Co.. lad make) and the 
crystalline cellulose 70 weight section were mixed, the after [ granulation ] particle size regulation was 
. r, e < s wth die dn \pe yranulaung machine, and it considered as the gianulatien object with a 
particle diameter of about 200 micrometers. The approach of subsequent covering is optimum dose 
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****** about Aspartame after carrying out like an example 1, carrying out a particle size regulation in 
the mesh of a 500-mIcromeier opening and considering as granular pharmaceutical preparation, 
magnesium aluminometasilicate. and citric-acid 3 sodium. (They are the amount of covering of the 
about 23 weight section, and particle diameter to the granulation object 1 00 weight section 0% 850 
micrometers or more, and 0% 500 micrometers or more, and 1% 75 micrometers or less, mean-particle- 
diameter =220micromet.er) 
[0029] 

smpit i 1 ] I be rokiti my< in 30 weight section and the crystalline cellulose 70 weight section were 
mixed, the after [ granulation ] particle size regulation was carried out with the dry type granulating 
machine, and it considered as the granulation object with a particle diameter of about 200 micrometers. 
The approach of subsequent covering is optimum dose ****** about Aspartame after carrying out like 
an example 3, carrying out a particle size regulation in the mesh of a 500-micrometer opening and 
considering as granular pharmaceutical preparation, magnesium aluminometasilicate, and citric-acid 3 
sodium, (the granulation object: 100 weight section -- receiving -- the amount of covering of the about 
104 weight section, 0% of particle diameter of 850 micrometers or more and 0% 500 micrometers or 
more, and 3% 75 micrometers or less, and mean-particle-diameter ~330micranieter) 
[0030] 

[The example 1 of a comparison] The hydrochloric-acid ceftizoxirne ARAP'I BOKf SHIRU 30 weight 
section, the preci pitaied-ca! cium -carbonate 30 weight section, and the crystalline cellulose 40 weight 
section were mixed, the after j granulation ] particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with a particle diameter of about 200 
micrometers. It heat-treated at about 95 degrees C, having added the castor bean hardened-oil (melting 
point of 86 degrees C) 20 weight section to this granulation object 80 weight section, and mixing slowly 
by die agit; : ( >i gr; uulati* -a in a plane, and cooling processing was carried out by taking out from an 
urn molt <_ , w.\ ition m a plane, asm cans ing out room temperature neglect after ch.ecking thai melting 
\ as earned tut enough ud \h- aoani latum c bum has adheied at iu m<memn\ \ particle m x filiation 
is carried out in the mesh of a 500-micrometer opening after that, and it considers as granular 
pharmaceutical piep « anon and is >ag' m n dost ibout Aspartame and magnesium 

al uminometasilicate. (They are the amount of covering of 25 weight sections, and particle diameter to 
the granulation object 100 weight section 0% 850 micrometers or more, and 0% 500 micrometers or 
more, and 1% 75 micrometers or less, rnean-particle-diameter : ~260micrometer) 
[0031] 

[■fhe example 2 of a comparison] The hydrochloric-acid ceftizoxirne ARAITBOKISHIRU 30 weight 
section tl e precipitated « alcium c ub n ite 30 weight section ai d the ( rystalline cellulose 40 weight 
section were mixed, the after [ granulation 1 particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with a particle diameter of about 200 
micrometers. Ii heat-treated at about 95 degrees C, having added the castor bean hardened-oil (melting 
point of 86 degrees U 50 weight section to (bis granulation object 50 weight section, and mixing slowly 
by the agitation granulation in a plane, and cooling processing was carried out by taking out from an 
agitation granulation in a plane, and carrying out room temperature neglect after checking that melting 
was carried out enough and the granulation object has adhered at. homogeneity. A particle size regulation 
is carried out in the mesh, of a 500-micrometer opening after that, and It considers as granular 

accutu 1 preparat y and is optimum dose * mot Aspartame and in gnesium 
dnminomctast utte I 10 ue the mount nftuwnm, of the 100 weight sections md p t nu. e diametu 
to the granulation object 100 weight section 0% 850 micrometers or more, and 1% 500 micrometers or 
more,, and 5% 75 micrometers or less, mean p.u cie dk metei 380micu mieter) 
[0032] 

[The example 3 of a comparison] The hydrochloric-aeid ceftizoxirne ARAPIBOK1SH1RU 30 weight 
section, the precipitated-caleium-carbonate 30 weight section, and the crystalline cellulose 40 -weight 
h eUioo i\erc imxed t'u aftm , g anuhuon partmk o/e segulation was carried out wuhthe dn Orpe 
granulating machine, and it considered as the granulation object with a particle diameter of about "200 
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.micrometers, it heai-ireaied at about 75 degrees C, having added the rapeseed hardened-oil (melting 
point of 68 degrees C) 20 weight section to this granulation object 80 weight section, and mixing slowly 
b\ the agitation granulation in a plane, and cooling processing was earned out by taking om nom m 
agitation granulation in a plane, and carrying out room temperature neglect alter checking that melting 
was carried out enough and the granulation object has adhered at homogeneity. A particle size regulation 
.is carried out in the mesh of a 500-microraeter opening after that, and it considers as granular 

I > • iceutical prepai ior and is optimum dose **** about Aspartame and magnesium 
alurninometasilicate. {They are the amount of covering of 25 weight sections, and particle diameter to 
the granulation object ! 00 weight section 0% 850 micrometers or more, and 0% 500 micrometers or 
more, and 1% 75 micrometers or less, mean-particle-diameter =260micrometer) 
[0033] 

[The example 4 of a comparison] The hydrochloric-acid ceftizoxime ARAPIBOKISI MRU 30 weight, 
section, the preeipitatedwakium-carbonate 30 weight section, and die crystalline cellulose 40 weight 
section were mixed, the after [ granulation ] particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with a particle diameter of about 200 
micrometers. 20 weight sections covering of the methylene chloride solution of castor bean hardened oil 
(melting point of 86 degrees C) was carried out with the fluid bed granulating machine (Powrex Make, 
trade name STR.EA-1) to this granulation object 80 weight section. A particle size regulation is carried 
out in the mesh of a 500-mierometer opening after that, and it considers as granular pharmaceutical 
preparation, and is optimum dose ****** about Aspartame and magnesium aluminometasiJieate. (They 
ait thv en , „ ^ nc of 2^ weight sections and particle dmmetei to the gj . n i n m ma i 0 
weight section 0% 850 micrometers or more, and 0% 500 micrometers or more, and 4% 75 micrometers 
or less, mean-narticle-diameter ~240micrometer) 
[0034] 

I 1 he . xampk 5 of a comparison] 1 he hydrochloric-acid cefiizoxirae ARAPIBOKISHJRU 30 weight 
section, die precipitated-calcium-earbonate 30 weight section, and the crystalline cellulose 40 weight 
section were mixed, the alter I granulation ] particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with, a particle diameter of about 200 
micrometers. 20 weight sections covering of the ethanol solution of the ethyl cellulose which is a water- 
insoluble nature giant molecule was carried out with the fluid bed granulating machine to this 
granulation object 80 weight section. A particle size regulation is carried out in the mesh of a 500- 
m.ctumetei opt mm , it. > thai and 4 rounders as gmnuku p i nrua^i c i nnpau 'um and is optimum 
Tw ^ tbom \sfdi une nd mauncsium dnnunomctasdiuae (The* an jk amount of urv cium . i 
25 weight sections, ana particle diameter to the granulation object 100 weight section 0% 850 
micrometers or more, and 0% 500 micrometers or more, and 4% 75 micrometers or less, mean-particle- 
di am e ter :::: 2 2 0m i e ro m e ter ) 

! Ik <w.m Vicool u nmnnun] fhc hydrce dorie- icnl eeftiz< Mine \RA MBOK1SUI ! f iO^eigl 
section, the precipit tled-c ik nun-carbonate 30 weight section and the crysf dime cellulose 40 w< ight 
section were mixed, the after 1 granulation \ particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with a particle diameter of about 200 
microrm ters It heat-tre; ted a about 95 d. grees C. ban ing added the castor bean hardened-oil (melting 
point of 86 degrees C) 20 weight section to this granulation object 80 weight section, and mixing slowly 
by die agitation granulation in a plane, and cooling processing was carried out by taking out from an 
agitation granulation in a plane, and carrying out room temperature neglect after checking that melting 
was carried out enough and the granulation object has adhered at homogeneity. Furthermore. 10 weight 
sections covering of the ethanol solution of the ethyl cellulose which is a water-insoluble nature giant 
molecule was carried out with the fluid bed granulating machine to this granulation object 90 weight 
section covered once, A particle size regulation is carried out in the mesh of a 500-mierometer opening 
after that, and it considers as granular pharmaceutical preparation, and is optimum dose ****** about" 
Aspartame and magnesium aluminomeiasilicate. (They are the amount of covering of the about 39 
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weight section, and particle diameter to the granulation object 100 weight section 0% 850 micrometers 
or more, and 1% 500 micrometers or more, and 3% 75 micrometers or less, mcan-particle-diameter 
=280niicrometer) 
[0036] 

[The example 7 of a comparison] The hydrochloric -acid ceftfeoxime ARAP1BGKJ SHIRU 30 weight 
section, the precipitated-calcitmi-carbonate 30 weight section, and the crystalline cellulose 40 weight 
section were mixed, the after [ granulation ] particle size regulation was carried out with the dry type 
granulating machine, and it considered as the granulation object with a particle diameter of about 200 
micrometers, it heat-treated at about 95 degrees C, having added the castor bean hardened-oil (melting 
point of 86 degrees C) 20 weight section to this granulation object 80 weight section, and mixing slowly 
by the agitation granulation in a plane, and cooling processing was carried out by taking out from an 
agitation granulation in a plane, and carrying out room temperature neglect after checking that melting 
was carried out enough: and the granulation object has adhered at homogeneity. Furthermore, it heat- 
treated at about 95 degrees C. mixing slowly castor bean hardened oil (melting point of 86 degrees C) to 
this granulation object 80 weight section covered once by 20 weight sections, in addition the agitation 
granulation in a plane, and cooling processing was carried out by taking out from an agitation 
granulation in a plane, and carrying out room temperature neglect after checking that melting was 
carried out enough and the granulation object has adhered at homogeneity. A particle size regulation is 
carried out in the mesh of a 500-micromeier opening after that, and it considers as granular 
pharmaceutical preparation, and is optimum dose ****** about Aspartame and magnesium 
alurainometasilicate. (They are the amount of covering of 56 weight sections, and particle diameter to 
the granulation object 100 weight section 0% 850 micrometers or more, and 1% 500 micrometers or 
more, and 4% 75 micrometers or less, mean-particle-diameter =3l0micromeier) 
[0037] 

[The example 8 of a comparison j The milnacipran hydrochloride 30 weight section and the crystalline 
cellulose 70 weight section were mixed, the after ( granulation i particle size regulation, was earned out 
with tl e d > n pt u mu at n > m >thnu md it c niMdued a* the g at ul it o ol ]te w ! . pa tick 
diameter of about 200 micrometers. The approach of subsequent covering is optimum dose ****** 
about. Aspartame alter carrying out like the example I of a. comparison, carrying out a particle size 
regulation in the mesh of a 500-micrometer opening and considering as granular pharmaceutical 
preparation, magnesium ahmunometasilicaie, and citric-acid 3 sodium, (the granulation object 100 
weight section - receiving — the amount of covering of 25 weight sections, 0% of particle diameter of 
850 micrometers or more and 0% 500 micrometers or more, and 1% 75 micrometers or less, and mean- 
particle-diameter -230micrometer) 
[0038.1 

[The example 9 of a comparison] The milnacipran hydrochloride 30 weight section and the crystalline 
i jllulose 70 weight st 1 t 1 xn were mixed, the after \ granulation j particle size regulatb f was c irried out 
with the dry type granulating machine, and it considered as the granulation object with a particle 
diameter of about 200 micrometers. The approach of subsequent covering is optimum dose ****** 
about Aspartame after carrying out like the example 4 of a comparison,, carrying out a particle size 
regulatM n in tin mesl ol 500 m < r >rnetei ope ling and eo isi< ei ng is granulat pharmaceutical 

mi nometnsiiie . u O e-aei ? .-odiun l.e gianuhfion object 1 00 
weight section - receiving - the amount of covering of 25 weight sections, 0% of particle diameter of 
850 micrometers or more and 0% 500 micrometers or more, and 5% 75 micrometers or less, and mean- 
particle-diameter :::: 230mkromeler) 
[0039] 

[ The example 10 of a comparison] The rokitamycin 30 weight section and the crystalline cellulose 70 
weight section were mixed, the after [ granulation ] particle size regulation was carried out with the dry 
type sas uiatmg machine, and u < n-aui <, d ,a the 21 >' 00 ohect with a pamck diameter of about 
200 micrometers. The approach of subsequent, covering is optimum dose ******* about Aspartame after 
carrying out like the example 1 of a comparison, carrying out a particle size regulation in the mesh of a 
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500-mkromeler opening and considering as granular pharm.K uiic I pi m ton,! tgnesium 
aluminometasilicate, and citric-acid 3 sodium. (They are the amount, of covering of 25 weight sections, 
nd particle hmtJc t le gr nt n object 100 ! i > 0 50 micrometers or more, and 0% 
500 micrometers or more, and 1% 75 micrometers or less, mean -panicle-diameter ~ ! 21 Omicrometer) 
[0040J 

[The example 1 I of a comparison] The rokitamycin 30 weight section and the crystalline cellulose 70 
weight section were mixed, the after f granulation J particle size regulation was carried out with the dry 
type granulating machine, and it considered as the granulation object with a particle diameter of about 
200 micrometers. The approach of subsequent covering is optimum dose ****** about Aspartame after 
carrying out like the example 4 of a comparison, carrying out a particle size regulation in the mesh of a 
500-mierometer opening and considering as granular pharmaceutical preparation, magnesium 
nhumomne >s f m ,md ,'!,<,: - -ndum, f 1 i *\ are the amount of cn\enng el 25 w eight sections, 
and particle diameter to the granulation object 100 weight section 0% S50 micrometers or more, and 0% 
500 micrometers or more, and 5% 75 micrometers or less, rnean-particle-diameter =2 1 Oniicromefcr) 
[0041] 

[The example 1 of a trial] I had five health adults include 0.5g of granular pharmaceutical preparation, 
manufactured in examples 1-11 and the examples 1-1 1 of a comparison in opening (on a tongue), and 
organic-functions evaluation 20 - 30 seconds after was performed, tasteless [ to the taste j as "the 
approach of evaluation - it divides into five steps ((()), (1) which sense bitterness small (2) which sense 
the bitterness of extent which, is not sensed as dysphoria, (3) which sense die bitterness of extent sensed 
as dysphoria, and (4) it is sensed that are very bitter), and smooth to a rough deposit - it divided into 
two -tens ({Op and rough (!)), and the sum total of evaluation of five persons compared. 
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[0043] Consequently, the following thing became clear. 

1} The examples 1 -7 of the masking effect of the taste are clearly higher than one to examples 1-7 and 
example of comparison 7 comparison. 

2) The example of the masking effect of the taste is clearly higher than the comparison of examples 8 
and 9 and the examples 8 and 9 of a comparison. 

3 ) The example of the masking effect of the taste is clearly higher than the comparison of examples 10 
and 1 1 and the examples 10 and 1 1 of a comparison. 

4) When the amount of covering of the example [ an example and j of a comparison increases, they have 
the inclination for a masking effect to increase. 

5 ) Although examples k 2, 4, and 5 had tew amounts of covering compared with the example 7 of it 
comparison, its masking effect of the taste was remarkably high. 

6) An example and the example of a comparison tend to be rough when the amount of covering 

increases.' 

7) From the comparison of an example 1 and an example 5. there is an inclination which is rough if a 
mesh is not bet. 

.8) What was covered with the fluid bed tends to be rough from the examples 4 ? 5, 6, 8, and 1 1 of a 

comparison. . 

[0044] 

[The example 2 of atrial] it is Japanese pharmacopoeia General Test Procedures about the granular 
pharmaceutical p-^vjjl' i mumdactmed n examples ~~ and the examples \-i of a comparison 
Dissolution test The rate of e lotion when feeding the drug of lOOmg considerable amount into the buffer 
solution fit being 37 degrees C whenever j pH 12 / about / and solution temperature ] with the liquid 
^ C f ! 1 ' > « 1 t blent aeal 34 Ond and water to 2 Og of sodium ehlonde- and ua^ set to 
KlOOmI (Hi) < i <>oo p i-s ,> vl rdine to the 2nd < \ paddk method p\uo ioiuuonul fiequcno ->0 
rotation) aj- measured till after [ an injection ] 60 minutes. 

j(H»4^| Consequent!) fct) 0 ! oi more ol rate ol elutionkan elution in 30 minutes enrh from a m ng I 
except example 3 and example of comparison 2. 



ll\?jm-2772:2 \ [Of I Ml I I) Oi SCRIP I !0\j 



Page 14 of i 4 



[0046] From the result of the examples 1 and 2 of an experiment by using for order with the high 
melting point two or more kinds of support whose melting points are 40 degrees C - 90 degrees C. the 
mask ing e ffect of the taste increases and it is guessed by controlling the addition that the rate of elation 
is also controllable. 
[0047] 

[Effect of the Invention] In order that the granular covering pharmaceutical preparation of this invention 
may cover two or more kinds of support, masking effect sufficient with a little addition is acquired. 
Moreover, the elation nature in extent (is it made masking after suspension for how many hours?) and 
alimentary eana! of masking can be adjusted by adjusting the class, the ratio, and the amount of covering 
of the support to cover. Therefore, it can respond to various pharmaceutical preparation, such as dry- 
syrups, powder, and a granule, and the optima! particle diameter, coating thickness, etc. can be chosen 
and controlled. Moreover, in order not to use an organic solvent, since the covering approach is also 
easy, industrialization is easy [ it is safe and environment-friendly, and j. 
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* NO TICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

I .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 

3. In the drawings, any words are not translated. 



DESCRIPTION OF DRAWINGS 



f Brief Description of the Drawings] 

[Dra wing 1] The rate of elution of the drugs by the example 2 of a trial is shown. 
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